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Delivery of biologically active peptides and analogs to the central nervous system remains a 
major obstacle in the use of these materials as therapeutic agents. While a number of 
chemical and physical properties hinder delivery of peptides, one important aspect is the 
lipophilicity of the drug. We have found that addition of stoichiometric amounts of sodium 
dodeeyl sulfate (SDS) to a basic neuropeptide results in diminished aqueous solubility and 
enhanced solubility in organic solvents. The result is a dramatic increase in a common 
indicator of lipophilicity, the octanol/water partition coefficient. The increase is sometimes 
as much as four orders of magnitude. The process, refereed to as hydrophobic ion pairing 
(HIP), may provide alternative methodology for enhancing the delivery of neuropeptides. 
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